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The authors describe a complete set of pipelines for RNA-seq, ChIP-seq, bisulfite sequencing and single cell
RNA-seq. The focus of the pipelines is on ease of use and reproducibility, and they build on several existing
tools: GNU guix for package installation, Snakemake for workflow execution and GNU autoconf to prepare
and document the workflow system.

They then use these tools to walk through the implementations and show example analyses for the different
pipelines. This is a great set of documentation and useful resource for the community.

Finally the authors describe an effort to characterize the reproducibility of the pipeline install to the level of
hash-identical tools. This demonstrates that the hash-level issues are due to timestamps and other non-
deterministic parts of binary builds affecting a small fraction of the tools.

This is a great initiative and demonstrates how to build reproducible pipelines making use of existing tooling.
I have a couple of suggestions to help improve the paper:

- The major new initiative here is the use of Guix for binary compatibility. How do you feel this improves
reproducibility over conda packages with pinned versions? You provide 'requirements.txt" files in the
GitHub repositories which look to represent this approach. How did you find they compare?

- It would be worth mentioning alternative full stack alternatives to the workflow approach you're taking.
The most community driven one is Common Workflow Language plus a variety of runners. Right now this
reads a bit as if you need Snakemake for the implementation, while in reality your approach with guix
should work across multiple runners. What would it take in your opinion to utilize different workflow
systems?

- Could you mention thoughts on maintainability of these pipelines over time? One of the hardest parts of
building these types of integrated systems is continuing to develop and improve, which is where community
engagement of existing solutions (bioconda, CWL) helps provide many hands to keep moving things
forward. Do you feel that guix provides an advantage in terms of maintenance? How do you plan to support
bugs and issues in previous versions as users go back to run older pipelines?

Thanks much for providing this great resource for users to learn about guix, reproducibility, and existing
analysis pipelines. Hope these comments and thoughts are helpful in your work.

Brad Chapman <bchapman@hsph.harvard.edu>
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